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- example 1- * respec t£ully potot that the^ - ^ 

b eenused. *PPl^ ts * reparation i - - *■ 

• earlier larielTused on page 9 ^^.specification 

such, 1" i- u.- on P g ^ ^ ^ osrw5tlaS , . 

£orthfi fir3t time-.andi S , . . , . 
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- --Heparin is administered * ^ombos-ij* - - 
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adverse event v tbrGoto o.1.- syndrome (HITTS) . 

thrombocytopenia r - isk for debilit^ing or . 

wit T HXTTS.^e^t a- substan , ^ ^^ oe , 5 ~_^h as 

^threatening venous o - or myocardial ^ - 

ro or-lCT£t^ 25% to 37%. 



2 



Received from < 317 276 5172~> at 2/25/03 1:54:58 PM [Eastern Standard .Time] 



"X, 




: Fe:b^.25^fo3* 43: 57 ^^P*05 



^ ge . the hi*h We5ar oybrornbocytopenia ^he _ . 

™ al^Sv^i-^o^ic agent; — i ^_ . 

- " CurrentlyT.treat^nt of HIT includes - . - ^ _ 

- 2iicon t l^ion of and administration pf _ 
dxscontl r oiaboti c- therapy. Hoover, - 

- alternative antx patients with thr6n*>o- - . 

„ ^continuing heparin leaveB_t*e p _ ^ 
^ ■ ■ «; >!iah risk of thromboembolism witnu 
emboli or at nign _ i other than- — 
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^trtti^OF ^11-" 34^9.cVll2, FIRST ^ 

PARAGRAPH 

Claims fl through 17 are rej ected-ujid'er 35 U.S.C^ 
S^2,-fW paragraph, as gaining subject-matter whi.ch 
was noV described in the specification in such a way as_to 
enable one^skilled in .the art'to which it pertains^th - 
" which it is most nearly connected, to ma%e and/or ****** 
invention.. Applicants respectfully assert, that the 
-invention is fully enabled. and request withdrawal of thx. _ 

"< " 
rejection. - . 

" - According to MPEP 2164.04, the Examiner has .the ^ 

initial burden to establish a reasonable baVis to question . 
' the enablement provided for the claimed" invention -Un 

Wri&t, 999 F.2d 15577 1562, 27 USPQ2d 1510, 1513 (Fed._ 
" c£r 1993) " ^ Examiner initially asserts lack of 
- enablement^ to the specification having "no working^ 
• ^18. i^tratW ttat tlu. ther^ ^tually^ as - 
claimed." The Examiner also points to Example 4 (labeled C 
*as Example- 1 in the specification) as-lacking results^and 
being "prophetic ' Applicants agree with the Examiner; that - 
Example 4 is' indeed prophetic. However, .Applicants also- - 
respectfully point "out that und^rJSPEP 2164.02, comply 
- -with the enablement "requirement . o f 35 U.S.C.. 112, fxr^. - 
-paragraph, 'does not turn. on whether an example is - 
disclosed. An -example may be forking" or ^prophet ic - 
Acceding to G.ouldJv. 0*1*9, Mt]he me're fact that _ _ _ 
" somethings not previous-ly been don^clearly is no^, 

' lW K,"a su£f icient^B-asis ,f or rejecting all applications 
' ^orU *e disclose how to do it ^ - 

3 US fr2d 1305, 1304 IFed^Cir, 1987)-. -Applicants deserve 
^nlxample-4 that treat^of HXT inches Prevents the~ 
thrombotic sequelae^ the syndrome^ administering r-aPC, 
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an inhibited thrombin- synthesis?- Additionally the ^ 
example teaches a* particular dosage^and duration J: or jr-aPC 
administrati'on-- ?* Mg/kg/hr for^6 hpuxs - within the t 
range disclosed by" the specification^ usedj or the ^ . -« 
treatment of HIT .">his~ dosage has been shSwn^ in previous 
human trials to rai'se the- activated-partial thromboblast xn. ^ 
t'ime (APTTT clotting asW result io two- times the basel,ne 
'level * Thele-disclosures "enable a person of ordinary skxll _ 
in the Irt to treat a patient suffering 'from HIT with r^aPC 
*«t the proper dosage level and for the appropriate ^ 
duration. Furthermore,^, a prophetic example, does not_ 
inhibit enablement. As "such, Applicants respectfully^ 
request withdrawal' of- this rejection, _ ^ ^ * ' _ • 

■ ' " ihe^Examiner further indicates that the ^ 
-application'allegedly lacks enablement. .a ince the ordinary - 

person slcilled in the art would not be reasonably apprised 
• of when and-how to safely administer aPC .to treat HIT. The-, 
^aminer stages that ^e claims lack" 'enablement du^ to the - 
absence*^ a.working^ X ample in view of Gardyn et al. 

■ (1995 ) Gardyn involves In aPC resistant patient that^ d.ed 
of HIT . According to the Examiner, the sailed artisan . 
wouldnot administer aPC to" an.aPC- resi.tant person - 

' affected by~HIT. This point appears to be due to the _ 
miner's Inte^retat^o^ardyn' s teaching. However _ 
--Vrdyn daes ,oV tV<* anything about how -to treat aHC . 
' - resistant pe-rsons as compared to-persons without aPC _ 
' resistance. AW supplies no teachings w.th - _ 

~ — — J" hit Since aPC-was noia. 

-respect to aPC^treatment for HIT. fc»inc ^ _ 

Z .m- 

f HIT. — - 

— ■ - 5 — ' — ■ 
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. .Additionally /'the .Examiner states "fc^at^ the data ....... 

in Gardyi?^uggestr.s] that therT-might be a correla^ 
between~H^and thrombosis in_aEC resistant patients..," ^ 
Garden is iSrelyJbhe first reported case of thrombosis - ^ 
associated-^ith HIT in a^patient with aj>£ resistance. The., _ 
paper stands ts aVobservation o£ a single-patient^; 
condition. -Respectfully, Gardyn does^no.t establish any ^ - 
"link between HIT induced thrombosis and aPC -resistance . _ 
The casein Gardyn ^raises' the question of whether there - 
xnay be a fink between APC resistance and' the * thrombo tic- _ _ 
process induced*, by HIT - " Yet, .Gardyn also points out that.. . m 
Mt]hrombosis induced by HIT is a rather rare condition, and ^ 
hence may not necessarily be Unked to the congenital £ 
factor V-anomaly" (i.e!' aPC resistance),. At best, the -work - 
of Gardyn can be regarded as a. call for a £utur ? _ .t^to ^ 
determine the " frequency of APC" resistance in patients with . 
HIT and thrombosis [whijh would] tell us whether the two _ 
. conditions are associated.." - - ... ^ - 

All of these points-11-lustrate that Gardyn do.s^ _ 
not disclose teachings that would make the person of - , 
ordinary skiir.in the art question 'the administratxon of ^ 
aPC to a Patient -suffering from HIT that is' taught by 
Applicants: regardless of whether the patient is a£C - 
re3 i^ or not. Gardyn does'not teach^nythxng ? th 
~ -.espec^t-o .treating HIT with aPC nor ,oes it disclose which 
~- perso ns can or carrot receive-^atment of any -or*. 
' ILr^heless «*. -AXtem.ati.ely, Applicants h^^d 

te achin— that would , -™J^ t L 

^he ar t to treat patients suffering from HIT^fect^e 

amo^ts o£ aPC . J* _ ;. — - ^ ii«T^r 

» Since aPC treatment ana pauj-eiiv, ^ ^ 

— * " - . _ a(1dreBSed in .Gardyn, the reference 

-such treatment is not addressed jr. ^ 
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has no effecli^upon^Applicants' disclosure: As such, 

Applicants' disclosure providtj J&he information": needed to ^ 
^-enable- the claims.. Applicants melius , respectfully pguest^ . 

withdrawal ■ j& the rejection?- — - _ _ — ~ ~ 
■~ ** _ • " r — «sTT". 

" " Ejection "hf claims i^T ^^to 3^u s.c b 112, second ^ 

s - PARAGRAPH - - . _ 

^ . claims 1?_ through 13 ""are rejected under 35J7.S.C. 

§-112, second-paragraph^ as being- indefinite for failing to - 
particularly -point^out *nd distinctly claim "the subject--^ 
-matter regarded_as the invention. Applicants, thank the^_ 

- Examiner for pointing- out the typographical error injriaim^ . 
12. Claim 12-i's now amended to prbpWly depend from Claim ^ 
11. However, Claim 13 contains no errors, making any ^ - 

- amendment unnecessary. - ln~view*oi:- these points. Applets - 
respectfully Trequest withdrawal of this red ection- ., * _ 

REJECTION OF CLAIMS' ll-l?" UNDER. 35 U -S-C § 103 (a)^ , 
-Claims 11 through 17 are. rejected under 35 U.S.C- 
§ 103(a) ai allegedly-being unpatentable over Drohanet al . _ 
(US 5,589,604) .or Lubort et a^." (US 5,831,141) . Applicants 

- respectfully assert, that the Examiner has failed to set_ _ 
forth a prlma"facie case of obvio^ness _and request. r 
withdrawal of this reject ion. _ ^ ~ « _ 

in Graham John Deere Go^ 383VU.S.. 1 (1966), _ . 
" " the court defined- the t«*T for determining, obviousness _ 

under'sB U.S~C. -§ 103: 1) determine'the scope "and cont^ent^ 
"or" the prior-art; 2~f Vs.certain-the differences between, the^_ 
^ior art and therms at 'issue ;_3> resolve- the" level of _ 
' ordinary .kiWttn the pertinent artr.and 4 ) .^evaluatl^ 
: -evidence-f secondary^considerati-ons . The USPTO~bearJ-the 
burden of -establishing a prink- facie case.^ (tt> re — ~~ 
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*" '^T piasectoL'-; 745 '^2d 1468 (Fedv-Cir:. JL984) ) . In ordgr-to'- ^ . ^= 

establish- a prima facie "case, the Examiner must s|bw^ — ^ 

- - ^ some suggestion^or motivation to^fll^dify the^ref erenc^or to ^ _ ^ 

_T~ combine-reference teachings.- {In re^Piner'837 F.2d 107-1 ^ 
-(Fed ' Cir. 1988)); ,2) the proposed .modification <bB.A *. - ' — 
^" "reasonable expectation of success by a skilled artisanVat . _ ^ — 

- - 1 ~ the -time "of the invention- "(Arogren/ inc. v. chuga.1 - ^ " -»< : - 
. Pharmaceutical. 6o . , 927 F . 2d l/OO . (Fed". Cir . 1991 >> ;~ and 3 f _ ^ 

t " he p r i or art reference _or -combination of references mustj _ 
,teach or suggest "all limitations of the claims (lara ^ 
VaecJc,- 947 F-2d 488 (Fed. Cir .. 1991) ) . Applicants assert _ ~ _ - 

- \hat the Examiner his-not met " the burden of establishing a - t . 

'tT - - prima facie case of obviousness. ■ -n,^ - _J~ ... -> 

- ~. < Applicants discovered an important, previously ^ 

^ 1 unknown method for treating patients 'suffering- from .HIT , ; 

using protein C, human protein \z^nogenr or human J'.--" . 

■ ~1 " activatGd^protein c". The Examiner, cqrrectly states- that - ^ - 

V- both Drohan and Lubon disclose HIT as. a clinical . situation J ^- ^ 
-for which protein C administration-may be**bene"f icial . ^ 
Additionally, the Examined correctly points out that Drohan 
and Lubon «lack- specifying the effective amounts or _ " 

acWnisJratlon means." A S . B uch, these references lack key 
' 'elements taught by Applicants" - the particularized aPC do«> - 
" - range'Tnd adidn^stration^ns critical for treating HIT. ^_ 
Without" such teaches, both Drohan and Lubon fail to- _ 
~ ~~ provide inflation- that would render Applicants^ inventxonj^ 

obvious. — — - - 

" ~* * " - The Examiner-rurtherv states that the skilled_ _ ^ - 

- - " partisan" would hav^been motivated to adminiiter aPC to ^ 
" —-treat HIT at effective dosages and regimens because^thj^ _ 

di3C lo"sure admits ^hat Mtlbose ski lied jprx*». art can * m 
' ~ -readily optimize pharmaceutically effective' dosages and -, ^ 
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administrative regimens -for^^erapeutic. .compositions^ ^...^„.. ^ ~ " 
^ _^ comprising prote& C." However, this • .qubte^is taken in " Jor^ _ 

i-solat ion -from the ; : *rest .of- Applicants; "disclosure, ^at- " ^ 
' _ -Bpeciflc "sentence continues w&h- the cfveat «as determined 

by.good medicaid practice and the Clinical conditional the ^ _ ^ 
individual pVeiint^JU Furthermore, the disclosure directly^. - - 

following that sentence -provides particularized jaosageTand _ ... _~ 

- - admiWtrat ion information to_„the skilled artifsan. ^Taken ^ ^ 
r'-~ in context, dosage' and- administration Optimization "for each ^ ■' 

patient's- individual needs is available within the- dosage^.. - 

- ranges and 'administration options taught by Applicants . ^ . . _ - . 
"Applicants also note that one^def inition' for the word.- ^ - ^ 
^optimize' is »to makers perfect^or effective as possible" y 

■ r „ fT he "American Heritage® Dictionary^ of the English Language, ^ . 

■ Fourtn Edition)". Using.. goooT medical practice to focus - ' w 

. Applicants '"aPt teachings for each individual pa_tient . . / 

- allows for the most perfect ^.effective HIT treatment . 
" " "possible, -feike the current.application, the teachings of „ .. 

*• Drohan and Lubon - that -patients with HIT may benef irt from", .... 
protein C - without morr are . useless for any clinical _ - 
application" Alternatively, Applicants provide the very . 
- details necessary to treat a patient suffering from HIT, _ _ 

Therefore, Applicant^ invention is »ot "obvious from Drohan ^ - - 

/ " ^ . ^ - 

or Lubon . - — ~* ~~ ~ _ 

- Additionally,- no evidence exists to indicate that^the^ - - . _ 

- -~ Tk-ilfed ar'tiian would have been motivated to modifyJ>rohan__ 

' or £ubon in order to achieve Applicants' inventions Beyond ^ 
~- - the limited disclosure "on the potential benefits of prptein - _ 

. ~ . c £or addressing HIT, JhTse reference^ specif ically teach ^ 

protein C production via a transgenic, animal that secr^ ~ 

protein C ±nt*-fts milk. , Indeed, neither reference ^ ; . 

provides the skilled ar.tisan with, any.direction or . ^ 
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suggestions^oh what parameters; to address or^how to proceed 
to provide safe and effective HIT 'treatment with ^protein C. 
In contrast, ^Applicants provide specific dosage ^el& p ^ 
administration j_nf ormation" f or using aPC to treat HEE^ _ 
afflicted pat'iTehts. Given* all -of- tKfe^noted points, 
Applicants respectfully readiest that this rejectionjbe ^ ~ 
withdrawn. _ ' ^ - *w 



— _ - CONCLUSION - ^ 

Applicants assert that the .above-stated remarks 
obviate the noted re jections ^This invention is fully 
enabled, both alone and in view~of Gardyn. Furthermore^,^ 
V the invention" is not obvious from either Drohah or^Lu^bon. 

- In view of these points, Applicants courteously 
. solicit, reconsideration of these rejections and passage. of 
- this case to issuance. _ ^ ~* 



_ ^Respectfully submitted, 




Danica Host 
Agent for_ Applicants 
Registration No. 51,820 
Phone: 317-276-3711 
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^^ VERSION WITH^I^ARKINGS TO SHOW CHANGES HADE ^ ^ 

IN THE CLAIMS *Zr—— — « 

_ ^ * C 1 aim _ 1 2 -has -been amended as folJLows: — ^ 

1-2". (Amended) The method^accprding to Claim [1] 
11- wherein^ the patient is administered 5" jxg/kg/hr to about ^ 
30 jug/kg/hr- o.£"human activated protexn C. ^ 
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